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What is claimed is: 

1 . A method for treating a disease by inhibiting cathepsin S comprising 
administering at least one compound of Formula I neat or in a pharmaceutically acceptable 
formulation in an effective amount to a mammal in need thereof, wherein Formula I comprises: 



10 




R2 is H, C^alkyl, C3_6cycloalkyl-Co_6alkyl, Ar-C 0 -6alkyl, Het-Co-6alkyl, R 9 C(0)-, 
R9C(S)-, R9S0 2 -, R 9 OC(0)-, 



r9r11nc(0)-, r9rHnc(S)-, r9(rH)nso 2 - 





r3 i s h or substituted or unsubstituted Ci-6alkyl, C 3 j7cycloalkylCo-6alkyl, C4. 
7 cycloalkenylCo-6alkyl, C 5 _ 8 bicycloalkylCo-6alkyl, C2-6alkenyl, C2-6alkynyi» HetCo^alkyl, 
ArCo. 6 alkyl, Ar-ArC 0 . 6 alkyl, Ar-HetCo-6alkyl, Het-ArC 0 -6allcyl, or Het-HetC()-6alkyl; 

R4 is H, Ci_ 6 alkyl, C 3 ^cycloalkyl-Co. 6 alkyl, Ar-Co^alkyl, Het-C 0 . 6 alkyl, R5c(0)-, 
R5C(S)-, r5S0 2 -, R 5 NS0 2 -, r50C(0)-, R 5 R 12 NC(0)-, or r5r12nC(S)-; 
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R 5 is H, Ci_6alkyl, C2-6alkenyl, C2-6alkynyl, C 3 _6cycloalkyl-Co_ 0 alkyl, At-Cq. 
6 alkyl, Ar-ArQwalkyl, Ar-HetQ^alkyl, Het-ArC^alkyl, Het-HetQ«alkyl, or Het-Co- 6 alkyl; 

RO is H, Ci_6alkyl, C 3 _ 6 cycloalkyl-Co_ 6 alkyl, Ar-Q)^alkyl, or Het-C<).6alkyl; 

R7 is H, Ci^alkyl, C 3 ^cycloalkyl-Co_6alkyl, Ar-Co.6alkyl, Het-Co-6alkyl» 
R 10 c(O )., RlOc(S)-, R 10 SO 2 -, R 10 OC(O)-, Rl°R 13 NC(0)-, or r10r 13 NC(S)-; 

R8 is H, Ci^alkyl, C2-6alkenyl, C2-6alkynyl, HetCo^alkyl or ArCo_6alkyl; 

R 9 is Ci_6alkyl, C 3 _ 6 cycloalkyl-C 0 -6alkyl, Ar-Co^alkyl or Het-Co^alkyl; 

R 1( > is Cx^alkyl, C 3 _ D eycloaucyl-Co_6alkyl, Ar-Co_ 0 alkyl or Het-Co^alkyl; 

R 11 is H, Ci^alkyl, Ar-Q)-6alkyl, or Het-C 0 _6alkyl; 

R 12 is H, Cj^alkyl, Ar-Co-6alkyl, or Het-Co-6alkyl; 

R 13 is H, Ci^alkyl, Ar-C<)-6alkyl, or Het-C 0 -6alkyl; 

R'is H, Ci_6alkyl, Ar-C<)-6alkyl, or Het-C 0 -6alkyl; 

R" is H, Ci_6alkyl, Ar-Co-6alkyl, or Het-C 0 -6alkyl; 

R w is Ci. 6 alkyl, C 3 ^cycloalkyl-Co_6alkyl, Ar-C()-6alkyl, or Het-Co_ 0 alkyl; 
X is CH 2 , S, or O; 
Z is C(0) or CH 2 ; or 

a pharmaceutically acceptable salt, hydrate or solvate thereof. 
2. The method of claim 1 wherein, in Formula: 



R2 is R°S0 2 R 9 OC(0)-, or R 9 C(0)-; 

R 3 is C5. 7 cycloalkylCi.2alkyl, C4_5cycloalkenylCi-2alkyl, Cs-gbicycloalkylCi- 
2alkyl or Ar-HetCQ-galkyl; 

R 4 is R 5 C(0>, or R 5 S02-; 

r5 i s unsubstituted or substituted furanyl, tetrahydrofuranyl, morpholinyl, pyrrolyl, 
piperazinyl, pyrazolyl, isoxazolyl, thiazolyl, pyrazolyl, pyrazolo[5,l-c]pyrimidinyl, triazolyl, 
pyrazinyl, imadazolyl, benzofuranyl, thiophenyl, furo[3,2-b]-pyridine-2-yl, phenyl, pyridinyl, 
thieno[3,2-b]thiopheneyl, or unsubsituted or C^alkylsubstituted pyrazolo[5,l-c]triazinyl; 

R° is HetCo_6alkyl, ArC 0 -6alkyl» or C^aHcyl; 

R'isH,C 1 _ 6 alkyl; 

R"is H or C^alkyl; and 
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R'"is Ci^dkyL 



3. 



The method of claim 1 or 2 wherein in Formula I, 




R 1 is 



(a) 



R2 is r9s0 2 R 9 OC(0)-, or R9C(0)-; 

r3 i s cyclopentylmethyl, cyclopentylethyl, cyclopentenylmethyl, cyclopentenylethyl, 
cyclohexylmethyl, 4-methylcyclohexylmethyl, 2-cyclohexylprop-l-yl, cyclohexylethyl, 
cycloheptylmethyl, 7,7-dimethylbicyclo[2.2.1]hept-lylmethyl, or indol-2-ylmethyl; 

R 4 isR 5 C(0)-orR 5 S0 2 - 

R5 is furan-2-yl, furan-3-yl, 2-methylfuran-3-yl, 2,4-dimethylruran-3-yl, 5- 
phenylfuran-2-yl, 5-(2-chlorophenyl)furan-2-yl, 5-(3-chlorophenyl)furan-2-yl, 5-(4- 
chlorophenyl)furan-2-yl, 5-(4-fluorophenyl)furan-2-yl, 5-(4-hydroxyphenyl)furan-2-yl, 5-(3- 
trmuoromethylphenyl)furan-2-yl, 5-(4-trifluoromethylphenyl)furan-2-yl, 5-(3- 
trifluoromemylphenyl)tui^-2-yl,5<4-methylphenyl)furan-2-yl, 5-(4-acetylphenyl)furan-2-yl, 

or 5-trifluoromethylfuran-2-yl; 

tetrahydrofuran-2-yl or tetrahydrofuran-3-yl 

N-morpholinyl; 

pyrrol-2-yl; 

piperzin-l-yl or 4-methylpeperzin-l-yl; 

lH-pyrazol-2-yl, lH-pyrazol-4-yl, l-methyl-2H-pyrazol-2-yl, 2-methyl-2H-pyrazol-2- 
yl, l-methyl-2H-pyrazol-3-yl or 2-methyl-2H-pyrazol-3-yl; 

isoxazol-5-yl, 3-methylisoxazol-4-yl, 5-methylisoxazol-3-yl, 5-methylisoxazol-4-yl, or 
3,5-dimethylisoxazol-4-yl; 

thiazol-2-yl, 2-methylthiazol-2-yi, 2,4-dimethylthiazol-5-yl, 2-(2,3- 
dihydrobenzo[l,4]dioxin-2-yl)thiazol-4-yl, or 4-methyl-2-phenylthiazol-5-yl; 

4,7-dimethylpyrazolo[5,l-c]triazin-3-yl; 

2- methyl-2H-pyrazol-2-yl; 
2,7-dimethylpyrazol[5, l-c]pyrimidin-6-yl; 

3- phenyl-3H-{ l,2,3]triazol-3-yl; 
pyrazin-2-yl or 5-methylpyrazin-2-yl; 

l-H-imidazol-2-yl, l-methyl-lH-imidazol-4-yl or l-methyl-lH-imidazol-2-yl; 
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benzofuran-2-yl, 5,6-dimethoxybenzofuran-2-yl, or 5-(2-morpholin-4-yl- 
ethoxy)benzofuran-2-yl; 

thiophene-3-yl, or thiophen-2-yl, 5-pyridin-2-ylthiophen-2-yl, 5-methylthiophenyl 3- 
methylthiophen-2-yl; or 3-ethoxythiophen-2-yl; 
5 furo[3,2-b]-pyridine-2-yl or 3-methylfuro[3,2-b]pyridin-2-yl; 

phenyl, 4-methylphenyl, 3-chlorophenyl, 4-chlorophenyl, 3-trifluoromethylphenyl, 4- 
trifluoromethylphenyl, 2-chlorophenyi, 4-fluorophenyl, 4-hydroxyphenyl, or 4-acetylphenyl; 

pyridin-2-yl; or 

thieno[3,2-b]thiophen-2-yl or 5-isoxazol-3-ylthiophen-2-yl; 
10 R 9 is pyridin-2-yl, l-oxypyridin-2-yl, phenyl, furan-2-yl or methyl; 

R'is H; 

R w is H or Ci^alkyl; and 
R ,M is methyl. 

15 4. The method according to any one of claims 1-3 wherein Formula I has the 

structure: 



R 1 x /r 

N 




20 and groups R 1 - R 13 , X, Z, R', R" and R"' are the same as defined in any one of claims 

1-4. 

5. The method according to claim 1 wherein the compound of Formula I is 
morpholine 4-carboxylic acid {(S)-2-[l-methylcyclopentyl-l-(4S,7R)-7-methyl-3-oxo- 
25 i^l-oxy-pyridme-2-sulfonyl)-azepan-4-ylcaroamoyl]-emyl}-amide; 

morpholine 4-carboxylic acid {(L)-2-[l-methylcyclopentyl-l-(4SJR)-7-methyl-3-oxo- 
l-(l-oxy-pyridine-2-sulfonyl)-a2epan-4-ylcarbamoyl]-emyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 
1_( i^xy-pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 
30 morpholine 4-carboxylic acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 

l-(l-oxy-pyridme-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 
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furan-carboxylic acid {(S)-2-[l-methylcyclohexyM-(4S ,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-siilfonyl)-azepan^ylcart)amoyl]^thyl}-amide; 

furan-caiboxylic acid {(L)-2-[l-methylcyclohexyl-H4S,7R)-7-methyl-3-oxo-l-(l- 
oxy-pyridine-2-sulfonyl)-azepan^ylcarbamoyl]-ethyl}-amide; 
5 fiiran-carboxylic acid {(S)-2-[4-methylcyclohexyH-(4S ,7R)-7-methyl-3-oxo-Hl-oxy- 

pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

furan-carboxylic acid {(S)-2-[homocyclopentyl-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-sulfonyl)-azepan^-ylcaAamoyl]^thyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-[homocyclopentyH.(4S,7R)-7-methyl-3-oxo-l- 
10 (l<^xy-pyridine-2-sulfonyl)-azepan^ylcarbamoyl]^thyl}-amide; 

furan-carboxylic acid {(S)-2-[cycloheptyH-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-[cycloheptyl-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-sulfonyl)'azepan^ylcari>amoyl]-ethyl}-amide; 
15 furan-carboxylic acid {(S)-2-[cyclopentenyl-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 

pyridine-2-sulfonyl)-azepan^-ylcarbamoyl]-ethyl}-amide; 

furan-carboxylic acid {(S)-2-[tryptophanyl-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-sulfonyl)-azepan^-ylcarbamoyl]^thyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-(7,7-dimethyl-bicyclo[2.2.1]hepty-l-yl)-l- 
20 [(4SJR)-7-methyl-3-oxo-Hl-oxy-pyri 

2-methyl-2H-pyrazole-3-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3- 
oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

lH-pyrazole-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulf onyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 
25 l-methyl-lH-pyrrole-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3- 

oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-ainide; 

isoxazole-5-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 

thiazole-2-carboxylic acid {(S)-2-cyclopentyH-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine- 
30 2-sulf onyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 

5-trifluoromethyl-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3- 
oxo- 1 -(pyridine-2-sulf onyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 

lH-pyrazole-4-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-a2^pan-4-ylcarbamoyl]-ethyl}-amide; 
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tetrahydrofuran-3-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan^-ylcarbamoyl]^thyl}-anude; 

4,7-dimethyl-pyrazolo[5 ,l-c][l,2,4]triazine-3-carboxylic acid {(S)-2-cyclopentyl-l- 
[(4SJR)-7-methyI-3-oxo-l-(pyridin^ 
5 2J-dimethyl-pyi^olo[54-a]pyriniidine-6-carboxylic acid {(S)-2-cyclopentyl-l- 

[(4SJR)-7-methyl-3-oxo-l-(pyridm^^ 

3- phenyl-3H-[l,2,3]triazole-4-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7- 

methylO-oxo-Hpyridine-2-sul^^^ 

2-(2,3^ihydro-benzo[l,4]dioxin-2-yl)-tMazole-4-carboxylic acid {(S)-2-cyclopentyl-l- 

10 [(4SJR)-7-methyl-3-oxo-l-(pyridine-2-sulfonyl)-a^ 

N-{(S)-2^yclopentyl-l-[(4SJR)-7-methyl-3-oxo-l-(pyridine-2-sulfony 

ylcarbamoyl]-ethyl}-2-pyrazol-l-yl-benzamide; 

4- methyl-2-phenyl-thiazole-5-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7- 
methyl-3-oxo-l-(pyridine-2-sulfonyl)-^ 

v 15 5-(4-chloro-phenyl)-furan-2-carboxylicacid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl- 

3-oxo-l-(pyridine-2-sulfonyl)- 

5- (3-trifluoromethyl-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7- 

methyl-3-oxo-l-(pyridine-2-sulfony0^ 

5-(2-chloro-phenyl)-faran-2-caiboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl- 
20 3^xo-l-(pyridine-2-sulfonyl)-azepan^-ylcarbamoyl]-ethyl}-amide; 

5-(4-fluorophenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl- 

3k>xo- l-(pyridme^2-sulfony^ 

5-(4-methoxy-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7- 

methyl-3-oxo-l-(pyridine-2-sulfon^^ 
25 5-phenyl-furan-2-carboxyUc acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 

(pyridine-2-sulfonyl)-azepan^ylcarbamoyl]-ethyl}-amide; 

5-(4-trifluoromethyl-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7- 
methyl-3-oxo- 1 -(pyridine-2-sulf onyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 

5-(3-chloro-phenyl)-faran-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl- 
30 3-oxo-l-(pyridine-2-sulfonyl)-azepan^ylcarbamoyl]^thyl}-aniide; 

5-(4-methylphenyl)furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3- 
oxo-l-(pyridine-2-sulfonyl)-a2^pan^-ylcarbamoyl]-ethyl}-amide; 

5-(4-acetyl-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyH-[(4S, 7R)-7-methyl- 
3^xo-l-(pyridine-2-sulfonyl)-azepan^ylcarbamoyl]-ethyl}-amide; 
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4-methyl-piperazine-l-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo- 
l-(pyridine-2-sulfonyl)-azepan^ylcarbamoyl]^thyl}-amide; 

piperazine-l-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-tnethyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan^-ylcarbamoyl]^thyl}-amide; 
5 morpholine 4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 

l-(l-pyridin-2-yl-meyhanoyl)-azepan^ylcarbamoyl]^thyl}-amide; 

morpholine 4-carboxylic acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R^ 
l-(l-pyridin-2-yl-methanoyl)-azepan^-ylcarbamoyl]^thyl}-amide; 

2-methyl-thiazole-4-carboxylic acid {(S)-2-[l-methylcyclohexyl-H4S,7R)-7-methyl- 
10 3-oxo-Ml-pyridin-2-yl-meyhanoyl)-a^ 

2-methyl-thiazole-4-carboxylic acid {(L)-2-[l-methylcyclohexyM-(4S,7R)-7-methyl- 
3-oxo- 1 -( 1 -pyridin-2-y 1-methanoy l)-azepan-4-y lcarbamoyl] -ethyl } -amide; 

moipholine 4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 
l-(l-pyridin-2-yl-meyhanoyl)-azepan-4-yte^ 
15 morpholine 4-carboxylic acid { (L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 

l-(l-pyridin-2-yl-methanoyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2-methyl-thiazole-4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl- 
3-oxo-l-(l-pyridin-2-yl-meyhanoyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2-methyl-thiazole-4-carboxylic acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R)-7- 
20 methyl-3-oxo-l-(l-pyridin-2-yl-methanoyl)-azepan-4-ylcarbamoyl]-ethy or a 

pharmaceutical^ acceptable salt, hydrate or solvate thereof. 

6. The method of claim 1 wherein the inhibition of cathepsin S effects treatment 
or prevention of an autoimmune disease; treatment or prevention of a disease caused by the 
25 formation of atherosclerotic lesions and complications arising therefrom; and diseases requiring 
inhibition, for therapy, of a class II MHC-restricted immune response, inhibition of an 
asthmatic response, inhibition of an allergic response, inhibition of immune response against a 
transplanted organ or tissue, or inhibition of elastase activity in atheroma. 

30 7. A compound of Formula II 



-77- 



WO 2004/017911 



PCT/US2003/026358 




wherein: 



Rl is: 




or 



R 2 is H, Cj^alkyl, C 3 _ 6 cycloaIkyl-C 0 -6alkyl, Ar-Co^alkyl, Het-C 0 ^alkyl, R 9 C(0)-, 
R 9 C(S)-, R 9 S0 2 -, R 9 OC(0)-, 



R9Rl lNC(0)-, R 9 r! ^(S)-, R 9 (r1 1)NS0 2 - 




R 3 is H or substituted or unsubstituted Ci-6alkyl, C 3 j7cycloalkylCo-6alkyl. C4- 
7 cycloalkenylCo_6alkyl, C 5 _8bicycloalkylCo-6alkyl, C2-6aIkenyl, C 2 -6alkynyl. HetC().6alkyl, 
ArCo_6alkyl, Ar-ArC 0 ^alkyl, Ar-HetCo_6alkyl, Het-ArCo^alkyl, or Het-HetCo-6alkyl; 

R 4 is H, Ci^alkyl, C 3 ^cycloalkyl-C 0 _ 6 alkyl, Ar-C 0 -6alkyl, Het-Co_ 6 alkyl, R 5 C(0)-, 
R5C(S)-, R 5 S02-, R 5 NS0 2 -, r5oC(0)-, R 5 R 12 NC(0)-, or R 5 R 12 NC(S)-; 

R 5 is H, Ci_6alkyl, C2-6aIkenyl, C2-6alkynyl. C 3 _ 6 cycloalkyl-Co-6alkyl, Ar-C 0 . 
6 alkyl, Ar-ArCo^alkyl, Ar-HetCWdkyl, Het-ArQ«alkyl, Het-HetQwalkyl, or Het-C 0 -6alkyl; 

R 6 is H, C^alkyl, C 3 ^cycloalkyl-Co-6alkyl, Ar-Co-6alkyl, or Het-C(). 6 alkyl; 

R 7 is H, Ci_6alkyl, C 3 _ 6 cycloalkyl-Co_6alkyl, Ar-C 0 -6alkyl, Het-Co_6alkyl, 
R 10 C (o)-, RlO C (S)-, Rl°S0 2 -, R 10 OC(O)-, Rl°R 13 NC(0)-, or R 10 R 13 NC(S)-; 

R 8 is H, Ci^alkyl, C2-6alkenyl, C2-6alkynyl, HetCo-6alkyl or ArCo-6alkyl; 
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10 



15 



20 



R 9 is Ci_ 6 alkyl, C 3 _6cycloalkyl-Co.6alkyl, Ar-Co^aU^ 1 or Het-C()-6alkyl; 

R 10 is Ci_ 6 alkyl, C 3 .6cycloalkyl-C().6 alk y 1 . Ar*Co-6alkyl or Het-Co-6alkyl; 

R 1 1 is H, C^alkyl, Ar-Co-6alkyl, or Het-Co_6alkyl; 

Rl2 is H, C^alkyl, Ar-C0-6alkyl, or Het-C<}-6alkyl; 

R 13 is H, Cj^alkyl, Ar-Co-6alkyl, or Het-Co_ 6 alkyl; 

R'is H, Cx^alkyl, Ar-C()-6alkyl, or Het-Co_ 6 alkyl; 

R"is Ci_ D alkyl, Ar-Co-6alkyl, or Het-Co^alkyl; 

X is CH2, S, or O; 

Z is C(O) or CH2; or 

a pharmaceutically acceptable salt, hydrate or solvate thereof. 
8. A compound of Formula I according to claim 7 wherein: 



R2 is R 9 S02, R 9 OC(0)-, R 9 C(0)- or Ci^alkyl; 

R 3 is C5_7cycloalkylCi-2alkyl, C^cycloalkenylCi^alkyl, C5.gbicycloalkylCi. 
2alkyl or Ar-HetCo_6alkyl; 

R 4 is R 5 C(0>, or R 5 S0 2 -; 

r5 is unsubstituted or substituted furanyl, tetrahydrofuranyl, morpholinyl, pyrrolyl, 
piperazinyl, pyrazolyl, isoxazolyl, thiazolyl, pyrazolyl, pyrazolo[5,l-c]pyrimidinyl, triazolyl, 
pyrazinyl, imadazolyl, benzofuranyl, thiophenyl, furo[3,2-b]-pyridine-2-yl, phenyl, pyridinyl, 
thieno[3,2-b]thiopheneyl, or unsubsituted or C^alkylsubstituted pyrazolo[5,l-c]triazinyl; 

R 9 is Het-Co_6alkyl. ArC 0 -6alkyl or Cj.galkyl; 

R'isH,C 1 _ 6 alkyl; and 

R"isHorCi_6alkyl. 

9 A compound of Formula II according to claim 8 wherein: 




R 1 is R3 (a) 

R 2 is R 9 SQ 2 R 9 OC(0)- f or R 9 C(0)-; 
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R3 is cyclopentylmethyl, cyclopentylethyl, cyclopentenylmethyl, cyclopentenylethyl, 
cyclohexylmethyl, 4-methylcyclohexylmethyl, 2-cyciohexylprop-l-yl, cyclohexylethyl, 
cycloheptylmethyl, 7,7-dimethylbicyclo[2.2.1]hept-lylmethyl, or indol-2-ylmethyl; 

R4 is R5C(0)- or r5s0 2 - 
5 r5 i s furan-2-yl, furan-3-yl, 2-methylfuran-3-yl, 2,4-dimethylfuran-3-yl, 5- 

phenylturan-2-yl, 5-(2-chlorophenyl)furan-2-yl, 5-(3-chlorophenyl)furan-2-yl, 5-(4- 
chlorophenyl)furan-2-yl, 5-(4-fluorophenyl)furan-2-yl, 5-(4-hydroxyphenyl)furan-2-yl, 5-(3- 
trifluoromefliylphenyl)furan-2-yl, 5-(4-trifluoromethylphenyl)furan-2-yl, 5-(3- 
trifluoromethylphenyl)furan-2-yl, 5-(4-methylphenyl)furan-2-yl, 5-(4-acetylphenyl)furan-2-yl, 
10 or 5-trifluoromethylfuran-2-yl; 

tetrahydrofuran-2-yl or tetr ahy drofuran-3 -yl 

N-morpholinyl; 

pyrrol-2-yl; 

piperzin-l-yl or 4-methylpeperzin-l-yl; 
15 lH-pyrazol-2-yl, lH-pyrazol-4-yl, l-methyl-2H-pyrazol-2-yl, 2-methyl-2H-pyrazol-2- 

yl, l-methyl-2H-pyrazol-3-yl or 2-methyl-2H-pyrazol-3-yl; 

isoxazol-5-yl, 3-methyUsoxazol-4-yl, 5-methylisoxazol-3-yl, 5-methyUsoxazol-4-yl, or 

3,5-dimethylisoxazol-4-yl; 

thiazol-2-yl, 2-methylthiazol-2-yl, 2,4-dimethylthiazol-5-yl, 2-(2,3- 
20 dihydrobenzo[l,4]dioxin-2-yl)thiazol-4-yl, or 4-methyl-2-phenylthiazol-5-yl; 
4,7-dimethylpyrazolo[5,l-c]tria2in-3-yl; 

2- methyl-2H-pyrazol-2-yl; 

2 ,7-dimethylpyrazol[5, l-c]pyrimidin-6-yl; 

3- phenyl-3H-{ l,2,3]triazol-3-yl; 

25 pyrazin-2-yl or 5-methylpyrazin-2-yl; 

l-H-imidazol-2-yl, l-methyl-lH-imidazol-4-yl or l-methyl-lH-imidazol-2-yl; 
benzofuran-2-yl, 5,6-dimethoxybenzofuran-2-yl, or 5-(2-morpholin-4-yl- 

ethoxy)benzofuran-2-yl; 

thiophene-3-yl, or thiophen-2-yl, 5-pyridin-2-yltbiophen-2-yl, 5-methylthiophenyl 3- 

30 methylthiophen-2-yl; or 3-ethoxythiophen-2-yl; 

furo[3,2-b]-pyridine-2-yl or 3-methylfuro[3,2-b]pyridin-2-yl; 

phenyl, 4-methylphenyl, 3-chlorophenyl, 4-chlorophenyl, 3-trifluoromethylphenyl, 4- 
trifluoromethylphenyl, 2-chlorophenyl, 4-fluorophenyl, 4-hydroxyphenyl, or 4-acetylphenyl; 
pyridin-2-yl; or 

35 tbieno[3,2-b]thiophen-2-yl or 5-isoxazol-3-ylthiophen-2-yl; 
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R 9 is pyridin-2-yl, phenyl, furan-2-yl or methyl; 

R'is H; and 

R^isHorCi^alkyl. 

5 10. A compound of Formula II according to any one of claims 7-9 wherein: 

furan-2-caiboxylic acid {(S)-2-homocyclohexyH-[3-oxo-l-(l-oxy-pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoy l]-ethyl } -amide; 

furan-2-carboxylic acid {(S)-2-tiyptophanyl-l-[3^xo-l-(pyridine-2-sulfonyl)-azepan- 

4-ylcarbamoyl]-ethyl}-amide; 
10 5-trifluoromethyl-furan-2-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine- 

2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2.4- dimethyl-thiazole-5-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

5-methyl-pyrazine-2-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine-2- 
15 sulfonyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 

1- methyl-lH-imidazole-2-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine- 
2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

lH-pyrazole-4-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl }-amide; 
20 4-methyl-2-phenyl-thiazole-5-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l- 

(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2.5- dimethyl-furan-3-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2- methyl-fiiran-3-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2- 
25 sulf onyl)-azepan-4-ylcarbamoyl]-ethyl } -amide; 

isoxazole-5-carboxylic acid {(S)-2-cyclohexyl-l-t(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl }-amide; 

5-methyl-isoxazole-3-caiboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyndine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 
30 5-methyl-isoxazole-4-carboxylic acid { (S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2- 

sulf onyl)-azepan-4-ylcarbamoyl]-ethy 1 } -amide; 

3- methyl-isoxazole-4-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2-methyl-2H-pyrazole-3-carboxyUc acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2- 
35 sulfonyl)-azepan-4-ylcarbamoyl]-ethyl }-amide; 
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pyrazine-2-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 

azepan-4-ylcarbamoyl]-ethyl } -amide; 

thiazole-2-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3K>xo-lKpyndine-2-sulfonyl)- 

azepan-4-y lcarbamoy 1] -ethyl } -amide; 
5 2-methyl-thiazole-4-carboxyUc acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2- 

sulf onyl)-azepan-4-ylcarbamoy l]-ethy 1 } -amide; 

(S)-3-cyclohexyl-N-[(S)-3^ 
sulfonylamino)-propionamide; 

(S)-3-cyclohexyl-2-(l-methyl-lH^ 
10 (pyridine-2-sulfonyl)-azepan-4-yl]-propionamide; 

(S)-3-cyclohexyl-2-(3,5-dimethyl-isoxazole^ 
(pyridine-2-sulfonyl)-azepan-4-yl]-propionamide; 

(S)-3-cyclohexyl-2-(funm-2-s^ 
azepan-4-yl]-propionamide; 
15 (S)-3-cyclohexyl-N-[(S)-3-oxo-l-(pyri^^ 
sulfonylamino)-propionamide; 

(S)-3-cyclohexyl-2-(moipholm^^ 
sulfonyl)-azepan-4-yl]-propionamide; 

(S)-3-cyclohexyl-2<5-isoxazol-3-yl-thiopte 
20 (pyridine-2-sulfonyl)-azepan-4-yl]-propionamide; 

4-{(S)-3-cyclopentyl-2-[(l-fui^-2-yl-methanoyl)-amino]-propanoy 

azepane-l-carboxylic acid benzyl ester; 

furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[3-oxo-l-(pyridine-2-sulfonyl)-azepan-4- 

ylcarbamoyl]ethyl }-amide; 
25 furan-2-carboxylic acid [(S)-2-cy clopentyl- 1 -( 1 -methanesulf onyl-3-oxo-azepan-4- 

ylcarbamoyl)-ethyl]-amide; 

furan-2-carboxylic acid [(S)-l-(l-benzenesulfonyl-3-oxo-azepan-4-ylcarbamoyl)-2- 

cyclopentyI-ethyl]-amide 

furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[l-(l-fiira n -2-yl-methanoyl)-3-oxo- 

30 azepan-4-y lcarbamoyl] -ethyl } -amide; 

furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[3-oxo-l-(l-phenyl-methanoyl)-azepan- 

4-ylcarbamoyl]-ethyl}-amide; or 

piperazine-l-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl }-amide; or 
35 a pharmaceutical^ acceptable salt, hydrate or solvate thereof. 
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